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O & & screening
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ACG (2009) ACP (2015) NCCN (2015) USPSTF (2016) ACS (2018)
Sigmoidoscopy (yr) Q 5-10 Q5 Q5 Q50rQ10+ stl Qs
Colonoscopy (¥r) Q10 Q10 Q10 Q10 Q10
CT colonography (yr) Q5 N/ A N/ A Q5 05
Ba enema (yr) N/ A N/ A Q5 NS A Q5
Stool eFOBT (yr) Q1 Q1 Q1 Q1 Q1
Stool FIT (yr) o1 o1 o1 Q1 01

Stool MT-sDNA (yr) N/ A N/ A N/A Q1-3 Q3




0 & & screening : 1. SOBT
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The Korean guideline for colorectal cancer screening

SOBT
45~80M|Q HaE oM CHERS
2 7|&9| guaiac CHHEH AHALO]| H| guaiac

[ SHOIS|SHAAIE S M™Mo 2 A, SOBT

88.1%

94.8%

:15~33%

led-2000: 343:1603-1607.
er Detect Prev 2007:31:3-11.




O ¥ & screening : 2. DIZHAE

Horean J Gastroenterol Vol. 59 MNo. 2, 65-84
hittp:/ fdx.doiorgs/ 10,4166/ Kig. 2012 592 65
SPECIAL REVIEW J
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Colonoscop
Adenoma Cohart General Population

M O|AFO| T A OISO A CHEFOF A{EH T Follow-up Person-Years  Observed
S04 O] S2] B 2= 0]l A SRR L Tme  No.  athisk  Deaths  Expected Deaths SMR(35%C) Reduction  PValue
H
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oMxE oz H]Sict, Al %02 301 B4 047(026-080) @ 0.008
diy 2600 2903 91 044 (014108 56 0.09

20y 081 14100 163 043 (03083 3l 0.04

993;328:901-4)6.
- CGH 2009;7:770-7 /5.
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Case - Interval cancer PNUSE SAttiorie

Pusan National University Hospita

2012:03:19 2012.03.19

: )

No abn’l finding on A.C
10mm O| &, 47He| LGD

on Rectosigmoid lesion

N J,

Index colonoscopyt Surveillance colonoscopyt

High risk neoplasm
e Advanced adenoma#
e >3 adenomas

e Serrated polyps

210 mm or with .
dysplasia Low-=risk neoplasm

High-risk neoplasm

Piecemeal resection
neoplasms >10mm

Low risk neoplasm
e 1-2 tubular adenomas,
all <10 mm, all with
low-grade dysplasia

e Serrated polyps
<10 mm, all without
dysplasia

Hlgh-risk neoplasm

= ONOSCopY or
P Low-risk neoplasm gy return to screening after
10 years

RO e -




Case - Interval cancer
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Case - Interval cancer

2012.03.19 2014.11.25

High risk

Interval cancer of colon

Postcolonoscopy colorectal cancers (PCCRC)




Failure of colonoscopy to detect colorectal

cancer: evaluation of 47 cases in 20 GASTROINTESTINAL ENDOSCOPY
hOSpitals VOLUME 45, NOL 6, | ID9Y

Joseph H. Haseman, MD, Gregory T. Lemmel, MD, Emad Y. Rahmani, MD, Douglas K. Rex, MD
Indianapolis, Indiana
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Figure 1. Locatiormn of colorectal cancers “‘mmbissed™ (1) and
““mnot reachaed™ (O ). CCECT, Cecluirrm A5, ascending: A, hepatic
flexure; T, transwverse; S splenic flexure; £S5, descernd-
imng: S sigmoid; AEeEC, rectuarm.




Study Subjects Prevalence Major findings
Farrar et al."* (2006) Clinical record of veterans (n=830) 5.4% 27% of interval cancers developed at previous
polypectomy segments

Bressler et al.'® (2007) Claims-based administrative data 3.4%0 2.19% in the left colon vs. 5.99% in the right colon
(n=31,074)

Lakoff et al."® (2008) Claims-based administrative data 1.3% vs. 2.20% Negative colonoscopy has a protective effect for
(n=111,402) CRC (1.3% vs. 2.200)

Kahi et al® (2009) Asymptomatic screening cohorts (n=715) 1.7% 48-67% CRC reduction with screening colonoscopy

Kaminski et al."” (2010) National CRC screening program in 0.09% Association of interval cancer risk with ADR

Mulder et al."® (2010)
Singh et al.”? (2010)

Singh et al.” (2010)
Baxter et al.”® (2011)

Cooper GS et al." (2012)
Brenner et al*' (2012)

Horiuchi et al.* (2012)
Huang et al.* (2012)
Kim et al.** (2013)
Erichsen et al.** (2013)

Samadder et al.*® (2014)

Poland (n=45,026)

Administrative primary care data
(n=457,014)

Manitoba Cancer Registry database
(n=4,833)

Manitoba database (n=45,985)

Claims-based administrative & cancer
registry (n=14,064)

SEER database (n=57,839)

Population-based case-control study
(CRC n=1,945)

Single center colonoscopy registry
(n=3,212)

Post-polypectomy surveillance data
(n=1,794)

Single center CRC registry (CRC n=482)

Population-based cohort study (CRC
n=36,686)

Population-based study (n=126,851, CRC
n=2,659)

2.9%b vs. 4.4%

7.9%

3.0%
9.0%

7.2%b
4.0%

0.3%

0.8%

6.29%

2.6%

6.0%

Protective effect with previous examinations for
CRC (2.9% vs. 4.4%0)

4.5% in the left colon vs. 14.49% in the right colon

0.6% in the left colon vs. 2.1% in the right colon
6.8% in the left colon vs. 12.4% in the right colon

2.9% in the left colon vs. 4.9%b in the right colon

Substantial proportion of interval cancers are due
to missed lesions

2.3% in the left colon vs. 13.3% in the right colon,
Japanese data

2.9 cases{1,000 person-year in follow up
colonoscopy

2.59% in the left colon vs. 3.3% in the right colon,
Korean data

Majority interval cancers may be missed lesions,
without aggressive biology

Right colon location (OR 2.24) family history of CRC
(OR 2.27)

Intest Res 2014;12(2):110-116



|, Definition and Taxonomy PAUS iitiotnge

Colorectal cancer diagnosed after a colorectal examination or test in which

is detected, and before the date of the next recommended exam.

Index colonoscopyt - Sur al Surveillance colonoscopyt

High risk neoplasm | High-risk neoplasm

¢ Advanced adenoma¥

e 23 adenomas

o Serrated polyps
210 mm or with

dysplasia Low-=risk neoplasm

Piecemeal resection
neoplasms >10 mm

Low risk neoplasm i
e 1-2 tubular adenomas, - ] Hlgh-risk neoplasm
all <10 mm, all with 'k A
low-grade dysplasia
o Serrated polyps
<10 mm, all without : Low=risk neoplasm
dysplasia

Digestive Endoscopy 2016; 28: 348-359



|, Definition and Taxonomy PNUJE Stterngs
m Colorectal cancer diagnosed after a colorectal examination or test in which

3 is detected, and before the date of the next recommended exam.

(1) Screen-detected CRC

: cancers diagnosed within the screening programme, and at a defined period

after a positive screening test/examination .
Colorectal cancers
identified
 (2) Non-screen-detected CRC ]
I
[ ]
: cancers in individuals who are not compliant . .
Screen-detected Non-screen detected
with screening CRE CRC

1 1
CRC in individuals
who are not
interval cancer e S
sCreening




|, Definition and Taxonomy PNUSE SAttioriss

Pusan National University Hospital

| FIT screen-detected cancer |

‘ FIT interval cancer

| CS interval cancer




|, Definition and Taxonomy

Pusan National University Hospital

| FIT screen-detected cancer

« 60M O Xt annually FIT

- 2A FX| 23|29| annual FIT AAl negative

(last screening : 2016.3 &)

= 2017.35',_2'I FIT ?:]IAI' positive
-> CAEUAIZ A% S ChRret Fiphere,

| FIT interval cancer

. A
| CS interval cancer




|, Definition and Taxonomy PNl =utiorings

| FIT screen-detected cancer

| FIT interval cancer

« 57 =Xl annually FIT

« 2016.3& FIT ZALO A negative

- 2016112 EHo = W => CHELHAE
AAO| A CHE Y Tl

| CS interval cancer




|, Definition and Taxonomy

| FIT screen-detected cancer

| FIT interval cancer

‘ CS interval cancer ]

« 67M| EAL.
» 2015'd CHELHABE AN B
=> 53 = CS f-u H1 B3,
« 20174 rectal bleeding2 = Ll &
=> CHELHA| B HALO| A Rectosigmoid colon ca. TITH

Pusan National University Hospital




|, Definition and Taxonomy PNUSE SAttioriss
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|| FIT screen-detected cancer

| FIT interval cancer

4[ CS interval cancer ???
« 75M| A

«[2013 | CH & LY Al BB ALY A 4242] adenomatous
polylp =>{38 £ CHELHAE f-u HO|ES.

« 2015 M.l => PClI A& = CHEL{A|E 2X] Zgh

«120173 rectal blood loss => CHEILHA|E HAFY| A
x
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ll, Prevalence

Prevalence of interval CRC = 1.8 ~ 9.0 %

On pooled analysis, the prevalence of interval CRCs

= 4.3 % (95 % Cl = 2.6-6.9 %) within 6~60 months

Pooled prevalence of interval CRCs

Study name

Subgroup within study

Event Lower Upper
rate lirnit lirnit

|Baxter Total 0090 0085 0.094
Brenner - polypectomy cohort Total 0.023 0.018 0.030
[Brenner - negative colonoscopy cohort Total 0.018 0.013 {?.025]
Bressler Total 0.034 0.031 0.038
Cooper Total 0.072 0.070 0.075
Erichsen Total 0.034 0.032 0.036
Haseman Total 0.029 0.020 0.042
le Clemncq Total 0.029 0.025 0.034
|Nishinara Total 0018 0012 o0.024
Samadder Total 0.034 0.028 0.042
Singh Total 0.07r9 0.072 0.087

Atkinson

Event rate and 95% CI

Am J Gastroenterol2014; 109:1375-1389



Il. Prevalence PNULE s ttifotinsel

2 Prevalence of interval CRC in KOREA = 6.2 %

2007~2012. Retrospective, 3RP Referral center
Telephone interview

Recruited: n=785

| Refused interview, n=208

Could not contact: n=95
Sporadic colon cancer: / Interval cancer:
n=45¢ n=.af)
Incomplete Incomplete
data (n=37) data (n=2)
sporadic colon cancer: Interval cancer;
n=415 n="28

Intest Res 2013;11(3):178-183



Il Risk factor PNUL N S iHorngel

Clinical factor

Endoscopy-related factor

Biology-related factor

Am J Gastroenterol2014; 109:1375-1389



li, Risk factor PNUJE Stterngs

Pusan National University Hospital

<<Clinical factor>>

@ 0ld age : > 65~70yr vs. < 65~70yr
[OR = 1.12, 95% CI: 1.02-1.30}
® Family Hx. : 1.6HH (OR = 1.64, 95% CI: 1.40-1.90)
® Multiple Comorbidity : 2 (OR = 2.0, 95% CI: 1.77-2.27)
Diverticular Ds. : 4.3 (OR = 4.25, 95% Cl: 2.58-7.00)
@ Polypectomy at Index CS : 1.6tH [OR = 1.57, 95% CI: 0.97-2.56)

astroenterol2014; 109:1375-1389



Il. Risk factor

(o]
PNUSE Sittiornss
Pusan National University Hospital

“-I-l.

. Y 4
Colonoscopy

aMre] =EE

Am J Gastroenterol2014; 109:1375-1389



li, Risk factor PNUJE Stterngs

Pusan National University Hospital

{<Biology-related factor>>
@ CpG Island methviator phenotype
(CIMP; OR = 2.19, 95 % CI: 1.14-4.21)
@ microsatellite instability
\_ (MSE; OR = 2.10, 85 % CI = 1.10 - 4.02)

Am J Gastroenterol2014; 109:1375-1389



lil, Outcomes of interval CRCs PNUJE Stterngs

Pusan National University Hospital

Stage and grade of CRCs Survival of interval CRCs

. _ As compared with detected CRCs,
v" interval CRCs were less likely to be

diagnosed at an advanced stage interval CRCs did not show

( )

differences in 5-year survival of

v" interval CRCs were just as likely as patients.

detected CRCs to be well- to
moderately differentiated
(G1/G2:0R=0.87)

014; 109:1375-1359
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IV, Characteristics PNUJE Stterngs

@ Proximal colon >> Distal colon (OR 3.92, 95% Cl 2.7-5.6)
@ Flat appearance (OR 1.70, 95% CI 1.1-2.4)
® Small sized (OR 0.78, 95% Cl 0.7-0.8)

Table 3 Muliple logistic regression analysis adjusting for age and gender to examine risk factors for postcolonoscopy colorectal cancers

(PCCRC)

Postcolonoscopy vs prevalent CRCs* OR 95% Cl p Value
Proximal location (vs distal) 392 2.1 1o 5.69 =(0.001
Size in em (continuous) 0.78 0.70 to 0.87 =(0.001
Flat appearance (vs protruded) 1.70 1.18 o 2.43 0.004
= MUCTNOUS ML ology v J T.61 090 o 176 U.
Specialty of endoscopist (gastroenterologist vs non-gastroenterol ogist) 1.33 0.81 o 2.19 0.266
Hospital setting (university vs non-university hospital) 1.22 0.82 to 1.83 0.333

*Adjusted for age and gender,
CRC, coloredal cancer.

Gut 2014;63:957-963.



IV. Characteristics PNUY

@ Proximal colon >> Distal colon (OR 3.92, 95% Cl 2.7-5.6)
@ Flat appearance (OR 1.70, 95% CI 1.1-2.4)
® Small sized (OR 0.78, 95% Cl 0.7-0.8)

—

 Worse bowel preparation
* More incomplete colonoscopies
* More difficult to examine

 Flat lesions

Gut 2014;63:957-963.
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V, Cause PNUSE SAttiorie

Pusan National University Hospital

missed lesion Incomplete Rx. New lesions

Gut. 2014 Jun; 63(6): 949-956.
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V. Cause - missed lesion & PNUJE Stterngs

missed lesion
, Miss rate (overall = 21%)

: Adenomas = 20-24%, Polyps = 22-28%

® Size
1~5mm = 26%
5~9mm = 13%,
= 10mm = 2%

@ Morphology : Flat / Sessile
| (3 Total number : > 3

@-"oor Bowel prep.

Am J Gastroe



V, Cause - missed lesion PNUL I Attt g

missed lesion
. @® Withdrawl time
ADR 11.8 £ 2.2 283 £ 4.0
Advanced neoplasia 2.6 + 1.1 6.4 + 1.7

®@ Suboptimal observation techniques
: Adquate cleansing, Adequate distension,

\ Looking on prox. side of folds

\ Adequate of time spent wiew

,

Engl J Med 2006; 355.2533-2541
Clin Endosc. 2012 Nov; 45(4): 404-411.



Case - missed lesion PNULE SOt gl

2014 Descending colon ca.

=> Lt. hemicolectomy

a N

2016 f-u Colonoscopy
: Post OP colon

- (s/p Lt. hemicolectomy
d/t D-Colon ca.)

-




Case - missed lesion PN S Aihotnsel

2014 Descending colon ca.

_: D-colon ca. Lt. hemicolectomy

™

2017 f-u Colonoscopy

. Interval cancer on HF




Case - missed lesion PNUL I Tt gl

2015 Descending colon ca.

_: D-colon ca. Lt. hemicolectomy




Case - missed lesion

. /
o A

The oral side of haustra
in the ascending colon.

Human Eye Anatomy

o Sclera

. Retina

Fovea centralis

' Optic disc
~ (blind spot)
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V, Cause - incomplete Rx, % PNUE ATt

[ Incomplete Rx. ]

’ Result of the Complete Adenoma Resection \
[CARE] study

Pathologically incomplete resection rate = 10.1%

@ Size
- 10-20mm vs. <10mm : 17% vs. 6.8%

@ Histology

\:SSA/P vs. Adenoma : 31% vs. 7.2%

>

penterology. 2013 Jan;144(1):74-80
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V, Cause - incomplete Rx, % mu:. SANOL D
[ Incomplete Rx. ] y
. - @® Piecemeal Rx. (large sessile polyp = 2cm)

: mean recurrence rate = 25% (0~55%)

Polyp Recurrence

1.0 -
T i ; ‘|.1.7%
¢ s
a D08 -
[
— -+ -
=
5 oS 2 L 9.9"/0
L.
a
L
s
I
= %
E Piecemeal=1
= En-bloc=2
) 0.2 - v
=
1 o el
Z—cermoresd
0.0 -
o 10 20 30 40 S0 [=s]

Follow up in months

: Endoscopist technique

Gastroi



Case - incomplete resection @ PN Aot

PNUH Referral




Case - incomplete resection @ PNUL SAtTor el

\
Incomplete resected LST

/c scar change => ESD
: T.AlcLGD
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Case - incomplete resect

U Colonoscopy after 6 month.

F-
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Case - incomplete resection @
LSTL| Margin ?




Case - incomplete resection PNUJE Stterngs

Pusan National University Hospital

Clinicopathological,
characteristics of the

(1) Higher rate of ADC

'LST /c skirt : 80% vs. LST /s skirt : 45.4%

(2) Higher possibility of Incomplete Rx.

Qnterval cancer?] ¥ ¢2l /

Endoscopy 2016; 48: 448-455



V. Cause - new lesions

YA

N
1 [ New lesions ] /
i Int

P 3

erval cancer

. Proximal colon / Flat appearance / large sized

=> Serrated pathway
Missed lesion /' [|/Incomplete resection

\flat, mucous cap vague margin /

Two of following features:
» Clouded surface?
Indistinctive border?
Irregular shape?

Dark spots inside crypts?

AJG 2015 Dec;110(12):1657-64
Gut 2016:65:963-970



V. Cause - new lesions ;&a PN,

Pusan National University Hospital

New lesions
[ . — ] ﬁolecular feature of the serrated pathwah

® | BRAF mutation : 78~90% |

: MAPK pathway activation -> cell prolif. & survival
: MVHP -> Serrated Lesion

@ | CIMP (with or without MSI) : 70%|

. loss of suppressor gene <= associated with mBRAF

X |DNA mismatch repair (MMR) gene silencinglby
methylation (MSI-H, 4Hl) / p53 mutation

tRapid progression of serrated polyps to cancers

JGH 32 (2017) 358-367
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V. Cause - new lesions \‘i PNUSE SAttioriss

1 [ New lesions ]

o 3

Clinicopathological Characteristics of Interval and Sporadic Cancers

Characteristic Interval cancer (n=25) Sporadic cancer (n=2061) p-value

Tumeor =zize, cm 3824 4320 0.260
Location -I:l_::cr-u:r:-;im.':ll]nt 13 (32} TT(29) 0.020
MSI ;:lnu[:nsitjrl."itj,'I 8 (32) 22(84) 0.002
TINM stage 0.055
1 9 (36) 55(21)
2 8 (32) T2(27)
3 6 (24) 101 (38)
4 2(8) 33(12)
Histologic grade 0.230
Well 3(13) 14 (3}
Moderate 19 (86) 232 (91)
Poor 0 T3
Mucim:rusi 312y 8{3) 0.060

Gut Liver. 2016 Sep; 10(5): 781-785.



V. Cause - new lesions ‘ PNU N S AITHOTIE
S T [ [ S —

" o6 sland methyiation

Normal mucosa
In the proximal
colon
ACF MVHP SSA/P SSA/P with cytologlcal | MSI- Hcancerl
_ dysplasia or cancer
' f 4 MSScancer
E illlllllllllllllllllll.llllll.!l.ll.lllllllls E

some SSA/P may arise from de novo?

- F
serration

: increased turn over, delayed migration, suppresed.a

JGH 32 (2017) 358-367
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V. Cause - new lesions PNULE S AiTotngel
Pusan National University Hospital
; : Microsatellite
1 [ New lesions ] Conventional pathway Serrated pathway : i
instability
" & - —
: Traditional
- g serrated -

Germline APC APC or less KRAS/BRAF el G;;ng;%e

commonly ] e | MLH1'3

|}-catenin, axin ‘ Aberrant methylation PMS I’,2'

KRAS +/-Aberrant methylation
MGMT, p16 MLHI
SMAD4 methylation | methylation
P Frameshift
mutations e.g
Chromosomal TGFRB2, IGFR2
instability
Y Y Y v Y Y
CIMP - CIMP - CIMP+/- CIMP+ CIMP+ CIMP -
CIN+ CIN+ MSS MSS MSI-H MSI-H
1-2% ~60% 71-15% 6-8% 9-12% 2-5%

serration
: increased turn over, delayed migration, suppresed.a

Gut 2017;66:1181-1196
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Pusan National University Hospital
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Courtesy of Dr. Kim Hyung Wook




Case - new lesion PNUSE SAttioriss
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Early Colon Cancer : mod. diff. ADC
Size of whole tumor : 1.8x1.7cm
Size of invasive carcinoma : 0.8x0.8cm

Tumor invades submucosa (pT1).
* Depth of invasion : 4000um / 4750um

* Additional Pathologic Findings

- Sessile serrated adenoma

with high grade dysplasia.

Courtesy of Dr. Kim Hyung Wook
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Failure of colonoscopy to detect colorectal

cancer: evaluation of 47 cases in 20 GASTROINTESTINAL ENDQSCO
hospitals VOLUME 45, NO. 6,| 1997

Joseph H. Haseman, MD, Gregory T. Lemmel, MD, Emad Y. Rahmani, MD, Douglas K. Rex, MD
Indianapolis, Indiana

S
TS /
HF
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DES

- - Lo of colorectal cancers rmissaedcd™ {1} and
e L e
werse: S splenic flexoure; S, descernd-—

img;: %=, sugrrn:ucl HEC, recturmn.




VI, Prevention PNUJE Stterngs

— ADR 11.0-14.9%
— ADR 15.0-19.9%
ADR =20.0%

_020 COIOﬁOSQOp\_/ Quallty iIs the Answer for the . " —aonaos o

Cumulative Hazard Rat
o
=
]
=1
=

Emerging Issue of Interval Cancer !!!

2 UUUUU T 1
[ Bowel prep. ] [ Cecal intubation rate ] [ ADR ]
* * o® ‘.
.’.0 C;Q‘ ."0 0." .’.0 0”‘
- - - *
' Adequate bowel prep.*. ~Cecal intubation rate, Adenoma detection rate
N Y L4 ‘ : ‘
:' > 85% ‘._ N > 90% (all exam) . : overall target > 25% .
. s > 95% (screening CS) + = 30% for male
" i i = o :
1 13 / comorbid condition P o > 20% for female :
: s :0{d(longer/redundant) / 0&: & .
: Splitdose vs. same day ; 5% L= 2H U =2 WA= 3 ADR 1% 1 :
“‘ satisfactory prep : 3.78H :. “‘ .: “‘ . CRC InCIdence 30/0 l :'
“" willingness to repeat : 1.84H .’. “‘ Reattempt / Referral :~ “‘ : Mortality 5% | :.
" .0 “ .0 Q‘ .0
0000. “‘.’ Q"’ Il _J_,}\_ &l (&I m T'c::"‘_ ".0 0’.. “’0
. o* . .
“*ranpunns*’ .'0 ““
O. Py

.
....llll“‘

Am J Gastroenterol2015; 110:1657-1664



VI. Prevention PNUSE SAttioriss

usan National University Hospita

1 % Follow-up/surveillance recommendations

Table 2 Recommendation for sunveillance intervals of sermated polyps (revised from Ligbermen et al’%)

Index colonoscopyt | Surveillance colonoscopy*t '
Baseline colonoscopy: most advantage findings Recommended surveillance

= , No palyps 10
.Hzca:csetg::nz';::“ : ' [ High-risk neoplasm ‘ 3 year | Small (< 10mm) hyperplastic polyps in rectosigmoid 10
¢ 23 adenomas p 3ye ' | | Sessile serrated polyps < 10 mm with no dysplasia 5

o Serrated polyps
210mm or with
dysplasia

Sessile serrated polyps 2 10 mm
Sessile semated polyps with dysplasia
Traditional serated adenoma

Piemea!rsle:tion Ny : Serrated polyposis syndrome
neoplasms >10mm [ ;

Low=risk neoplasm

= W W W

Low risk neoplasm ‘
o 1-2 tubular adenomas, ' . " High-risk neoplasm
all <10 mm, all with 9 "' 4
low-grade dysplasia
o Serrated polyps ; '
<10mm, all without : ' Lowsrisk neoplasm

dysplasia

JGH 32 (201%) 358-367
Am J Gastroenterol 2015; 110:1657-1664
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Colonoscopy Quality is the
Answer for the Emerging
Issue of Interval Cancer !!!

Missed lesion #&0]7]

Tumor biology 0|3}

Follow-up/Suveillance

Complete removal of

recommendation the polyps
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